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iiEsrJs^-c rr^^f^Sj tit, y-^K n-^ntx << 

y:/ntVK n-y?vU, yyy^A-, s -^f/K tert- y f"A\ n-^yf-A-, 

5 vvK -T y-^3fyA-, 3 - y ?vw< y^ 1 a>, 2-y^-A^<y 

9vK i-y^A^y?vW 3, 3 --yy ^A-y^K 2, 2-^^^^, 
1, l-v^^A-y^K 1, 2-v>y-^y?vW i, z ^73-^. 2, 
3 2-xf^fyKD<t5 fc$ilt& 1 75M 6 ©(DilglX 

iirA^yugsr^u »iitci4^^^ i nm 4 mn&mxnft&mT ^*^mvh 

10 5. 

;K y? n^-syfvK -y y a ^:3r y/K yya^y^-A', y yl/y-jf/Pr^K T/W 
f-yKDi 5&*i^LT^Tk<fcv>3;P>Si 0M&?pS##Hb7k3?g£*tf 5.: i« s 

n-zfffr?-*, ^y^ft, s-^fy^t, tert-y'^yW^^-, n- 

^y^A-^-;*\ y y^y^-A-^:*, 2 -y f/vyf^f^-, ^^-^y^^^^-, 1 

-if/UT'ntVl'f-t, n — '^*-»l'f-3i\ -/y^^-^ft 4-y^A"<yf- 

20 a^*, 3 -y ^y^y^/w^-^-, 2 -y fy^yf^ft, 1 -y f/u^yf^ 
3, 3 - >>y ^wy^A-^*, 2, 2 —yy ^y^A^*, 1, i--yy 
^yuyf-A^;^ i, 2 - ^y^-A-y^A^^ i, 3 --yy 9-^9-^*. 2, 

3 --yy ^A-y^A^;*\ 2 -i^A-y*^A-f-^|-(D < t 9 ^^^ISl 75M 6j@Oit^ 
Xteftt^TA-^U^gSr^U #®Kli^&l 7^4<ll<Dil^Xf4##flT 
25 A-^A^^^-S-Cfc^c 

A-giIi£-£-L7tg£^V\ tfijxtf, y ^A-* A- 7 - A-, xf;^;P7^f-;K n 
-y"D tVU-^/uy^^K - 1 'y7'ot>^^7^-;l/, n - y^A^A-y — A-, 
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n _^>^,u;*,u:7^ =.yU, ^ y^V^/l^uy^ 2 ^)Vzf^)V7.)^7 

vvu;*^;?^ =.yu, y^'W^^-fi^ 4 - * )V^.yf-j^7,jV7 -4 = 

•^yf;^;v7 w =vk 3, 3 - v'y ^t^zf^ /v^jV7 4 2, 2-v?^f/w 

1, 1 -*J**fi'-7f'A'XA>7 4 -/U, 1, 2-*J*f'*''7 
fy^/U7^=/K 1, 3 2, 3 - i? * f- A*? f- 
)1>*j\s7 4 -)\> s 2 -x.?-A>-?5'A'*A'7 4 ~^<D <fc 9 1 6<@<Djl:0 

^yyotf*^ ^y^b^-y, s-y^-y, tert-!7* h*->, 

15 4 ^/W^ 3 - > ^vi"*^ h * v\ 2-^f/^yh='f-y 1 3, 3- 

-y^f/vy^-y, 2, 2-^^^^yh^->> l, i fit? Y**s* i. 

2-*sj,^-)Vzf 1, 3-^^^/W^h=3r^XI4 2, 3 - i? * h * V 

h^r^S, a: h^->SXii tert-y* h^rVg-Cfc*. 

20 ±i5(cfcv^r rry-^Sj fctt. 7i=/k ^y-f^K -t-^^k 

-^i/*jfet;*3V>-Cii^ C3|i«, Xffi.sZM.<Djjm (0»J^«, J. Biol. Chem. 27, 
25 16089(1997)3?) lc US IS, ftitM % >'M ft t* "C 5 HCC2998 X {4 MKN45 £ Cre 
recombinase Hi7fy 7^^^ (WT, TCre-AdenovirusJ £V^9 0 ) #£T\ 
SttS PI3 *-f--£fc*SL#5 J: 3 KH«Lfc»lS8c HCC2998/BD110 X 14 
MKN45/BD110 &ffl^-Cff5 d 5„ R< w i: In, Cre-Adenovirus #fiT 
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tffittiPi3 if %&$LirZ>jf>mmit. p38 fn^u vgHfctfftiiU 
5 $<bl::> #$gi8tf>;^ V --yf^mtt., *ft\kM$^mi&&~?hZ> NUGC4 

10 fc*S, #3l^l;:flH^ft5ifflll&»NUGC4 ii, §-^TKG0049 i: Lt, HUb^iDSfi 
gW%mPttJSEffliNB)iagi!E-trv^-<fc 9 A^^-Cfc«5 , ftflflStfc MKN45 (i, 
JCRB0254 £: Lt, t ^.--7 ^-tf-^ ^ V^RM t ^ ^ V *m 

mmt^itmm^^wm<om^^ii <ow£-tz>^w;xh>Qs <t o listen*, mm 

20 ^mom^mmmt lx\*. mz.t£. eat. a^-t^k 3i&3h 

(f5-i:^-c#, mtn mztf. fin, ^= 
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fiKtttt ; => -A' ; ; M £ ; DLd^-» ; SBBfiifc-f h 

10 n tr/u-te/un — ^tf^ ->^f;vtM3- ^ ^yUr/wo — 

15 #ii^f^i; ^nD/^;-;K ^y-^7;V3-/K 7i-;nf ^7;^ 
-/utDi; 5*TA'3-/ua ; tgfb'O'lf /^-^ ; 7*/— A*, * u-/-A><D£ 

20 ^©l£ffl§l4l£#. «##ifc«iEK.J:9ilfc5as, 09*.HU IPS^^ 

Kit, jSAtrttLTl Bfcfc'J, TPS tttO. 01mg/kg (#£L<I40. 
lmg/kg), ±PBtLt, 50rag/kg L< 14 lOmg/kg) & 1 13 

, ritAlwJtLT 1 B htzV , TPStLTO. OOlmg/kg (#£LO40. 0 
25 lmg/kg), ±PliLt, l'Omg/kg (# * L < 14 5 m g / k g) & 1 @X 

[HB50«i|l4ttW] 
[01] 
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S«ftft©NUGC4©*^kttffi36S, flS^«BA©*ffftTt?tt«ftt*V> OEM) <0\Z 
[0 2] 

5 fcft-tt A <D#:fiFfcT-Ctt, JStt§m3**-*©fmi£f*fcoTHCC2998 #*f>flS 

Pl^£*x5(T&)w<b£^-f 0 Lacz fcliiSttMPia *ML"CV>*v^lBiai* 

5rIL, Cre iriiSt£MPI3 &*SLTV^»jat*«r*-*-. 
[H 3] 

SSJiS (TS) r. fc ^^-r 0 Ell 3 . Lacz £ ItiSttM PI3 £3SmL-Cl^fcl^sa**Sr 
gL, Cre irliSttSlPIS Sr«Sbrv>5»natt!S:*-t-. 

[HM 1 ] HCC2998/BD110 & m\<^tltf ^femM<D&M 

HCC2998/BD110j£B8SSrlX10 5 f@3cmv'^— H;RPMI1640(10 % calf serum^JP) *P X 
g|L, lBfn.o.i. 50i;:TCre-Adenovirus£!g&&$-£5o Z<D#f®.fe{k'&ty* 

[*!60!I2] MKN45/BD110a:fflV'>fc^^f&a!ai<oai5R 

MKN45/BD110M£lX10 5 i@3cor>-r — U{CRPMI1640(10 % calf serum^AD) ^ X*B 
|L, lB&m.o.i. 50tdTCre-AdenovirusSr^5fe$-&S o - (D&f&fcik&W) 

NUGC4£lX10 s |@3cor>-r- M;iRPMI1640(10 % calf serumM) *P X\ HLfcikG-VS 
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NUGC45rlX10 s <S3cm'>-^- H-RPMI1640(10 % calf serumM) * "CIS* U p38 
5 B&Mfcfctofcl OBIBJISSILfc. »»#MK**-*** *Hfcffi*W 

mmm 5] D 38Easaii- j:a^feg^^imaao^feS 'a^^'o<5»fflg 

MKN45/BD110«aiiS5rlX10 5 i®3cinV^-KC:RPMI1640(10 % calf serum8S*P) «f 
*U lB«i.o.i. 50frTCre-Adenovirus£^?fe$-££o d ©B*p38»#»fc#<E 
10 StffcfcOfcfffcSlfrfcv^roTO^ttSfc&tSiH'*. P 38Bft$*i|&Jjn*.fcfc<D 

[His 096] jktMi^ «t s 5fcftfesi # > am ^> frjfcMi! aa ^ 

NUGC4^1X10 5 j@3cm^-^- WCRPMI1640(10 % calf serumgsfln) 1 3 "Ci£!l I, it£ 
15 «<Z>JBffi&*ofc. CEBl] 

[nj£0'j 7] its® a tw j: zwm#^mm<nMftikmmm^<nmm$.m 

HCC2998/BD110^fflfla5rlX10 5 <i3ciD->'-Y— HIRPMI1640(10 % calf serumSs^P) 4* 
Jg*U 10i«.o.i. 50|;iTCre-Adenovirus£Ja&Sfe£-£5o w OfSHfc^Afc^S 

20 *#fcS^<0£tT* J »Jfc£*tfc. [02] 

[£Jfc0iJ 8] A tw J: 5^bS!^> > »liag?^^feS!iaHia^g)«5»IBg 

MKN45/BDH0^fflSa : SrlX10 5 f@3cm->^- Ut;RPMI1640(10 % calf serumgsAD) * 
ft, 1 Bt£n>. o. i. 50tdTCre-Adenovirus£!iS?fe£-£5 o - (Dtifik-g-VoA&tftE £ 

25 ^bS^O^ff^PaJh.Sixfc. [03] 

[HIS 0(19] flyw^fiSXEttefltjgftgag 
^ ij S-ffc-e-fcUBg/mlSaN Me0H:DMS0=7:3S*K) t 2 M IT 096^ 

hlifob^C^^^ tT*3<o HCC2998/BD110iffflJIS£:7 B l'- h <fc D li* s U 
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PBSTgfcfr'(&, RPMI1640ffifife8gSJStf , -Cm. o. i. 30^-CCre-Adenovirusfc 1 ^fR3lS^ 
£-tfr-5 0 ZfDm&Bm* l 0%jfo.?f£^tfRPMI1640teil&^10 > OOOcells/mli;:/ < e5 < J: 
5lwtf*«, 0.2ml-fo96^^U- H:S<. 1BI, »«&«IRU *ftit$l^ 

5 NUGC4iHMaH38tf 5p38f-Q'>^'J ^ifefcPjtii 

*^-fk^^»lia»NUGC4, KATOIII&0!-t©«lO»«H«iWiat*SCH, SH10-TCCD 
(50 micro gram) Sri 0%&V T f V >^T 5 b» 
e;i^^yyDyT^y^5rtTofc 0 3 % * * A 5 * *^tf ( 1 % 

tween20«r£tH*« r 'J *»*«> ~CZf a y * >?Zfti 13 o 

10 >SMfcp38ffi#&/fl^TStt<tp38$r> * fc* p38fet#£ffl ^Tp38£&ffl Lfc„ 

*^-fk»ia»4*ll«i«-p38«ett'fk*sa6ix5. 

m#\m i ] (ijzf^^m) 

»mt5y7h*^*», ftfrm, its-fa. 

[Sflfl2] (fi#J) 

fSII^oT« 1 OOmgiDft^tlA, 0. 2 m g CD a Ktt-^-fbS^x 5 
m g CD*-r7 y V®-^*^^ 2 7 5mgCO^^^tt-tryWn-^ s llmgO 
20 fy^VStfQ 8. 8mg©7^ h-^SrfflV^-CMjt-f^o 

[§S#I#J3] mftiM) 
l. 5Ea%co^^^iB Sr, 1 Ofl%(D7'Dfuy^!J a-^ttl^L, & 

25 [M#J0iJ4] (SM) 

5 m l 10 0mg©l»ftUfc^*A, lOOmgCO-fhy^A 

^yl^dr^^vHryun-*, 5mg©$,|f Sft MJ 1. OgGDy/Ut'r- 

— ( B fcMffiJj) O. 0 2 5ml (D^^U ^Sr^^-rScfc 5K@{i§1-5o 
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2 . P 38 Pl^J^^W-T 5*^bM^>^^E5X«te^M 0 

5 

10 ESXIitell. 

(b> -%m$m®m <d wt^m £*u£i- s 

15 

6. WT£>3M£(al)7?7S(b)a>£>&5** V 

(an P 38^n^y y ^mkfrjLmLtztf^immzfomk&tonft&xiifttf&T 

20 

7.is*Ji5 7iS6fe^w^^ >9#f>n5^^^io 

25 
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